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Abstract Kikuchi-Fujimoto’s disease (KFD) or histio-
cytic necrotising lymphadenitis is a benign and self-
limited disease, of unknown aetiology, which affects
mainly young women. It presents with localised
lymphadenopathy, predominantly in the cervical region,
accompanied by fever and leukopenia in up to 50% of
the cases. KFD has been rarely described in association
with systemic lupus erythematosus (SLE), and its diag-
nosis can precede, postdate or coincide with the diag-
nosis of SLE. We present a patient with the diagnosis of
SLE characterised by arthritis, leukopenia, malar rash,
photosensitivity and positive ANA, besides cervical
lymphadenopathy whose biopsy was compatible with
KFD, which improved after using prednisone. Although
the presence of lymphadenopathy is not uncommon in
SLE patients, particularly in the phases of disease
activity, the concomitance with KFD has rarely been
reported in the literature. Its recognition is necessary
because one can avoid laborious investigation for
infectious and lymphoproliferative diseases.
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Introduction

Kikuchi-Fujimoto’s disease (KFD), or histiocytic nec-
rotising lymphadenitis, was originally described in Japan
in 1972 by Kikuchi [1] and Fujimoto et al. [2] and has
been reported in several countries [3] since then,
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predominantly in Asia [4, 5]. KFD has been reported in
association with systemic lupus erythematosus (SLE),
although there are few cases reported in the literature
[3,4,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24, 25, 26]. The objective of this paper is to
describe a case of KFD associated with SLE, to present
a full review of literature on this topic and its possible
aetiopathogenic mechanisms.

Case report

A 20-year-old Brazilian Caucasian woman presented a
history of lymphadenomegaly in the cervical region,
accompanied by a photosensitive lesion on the face and
fever lasting for 30 days. The temperature curve showed
an intermittent pattern of fever with a maximum of
38.5°C. In this period the patient experienced asthenia,
myalgia in the calves, arthralgia in the interphalangeal
joints, alopecia, anorexia, nausea, vomiting and a weight
loss of 4 kg. On physical examination she was in general
good condition, with a blood pressure level of 130/
80 mmHg, heart rate of 72 bpm and respiratory rate of
18 breaths/min. She had a butterfly rash and enlarged
lymph nodes in the cervical and in right axillary chain,
painless on palpation. Cardiovascular and respiratory
examinations were unremarkable. The examination of
the extremities revealed oedema in the small joints of the
hands. The laboratory investigation showed haemoglo-
bin of 10.7 g/dl, leukocytes of 3400/mm? with a normal
differential count, platelets of 137,000/mm3 and eryth-
rocyte sedimentation rate (ESR) of 55 mm/h. Liver and
urine tests were normal. Serologic tests for Toxoplasma,
cytomegalovirus (CMV), rubella, Epstein-Barr virus
(EBV) and human herpes virus type 1 (HHV-1) were all
negative. The antinuclear antibody (ANA) test by IFT in
HEp-2 was positive, presenting a speckled pattern with a
titre of 1:640. Anti-SSa/Ro antibodies were present in a
titre of 1:200 (haemagglutination) as well as anticardi-
olipin antibodies of IgG isotype (45 GPL). Tests for LE
cells and rheumatoid factor as well as the Venereal



Fig. 1 Lymph node with intense area of necrosis and abundant
presence of nuclear debris

Fig. 2 Histopathological findings in DKF. Biopsy of lymph node
presenting areas of necrosis, lymphocytes, abundant nuclear debris
and histiocytes with crescentic nuclei. Absence of neutrophils and
haematoxylin bodies

Disease Research Laboratory (VDRL) slide test were
negative. Ultrasonography of the abdomen did not
reveal any alterations. Biopsy of the cervical lymph node
revealed areas of necrosis with intense karyorrhexis
(Fig. 1), surrounded by proliferating histiocytes, without
granulomas or aspects of lymphoma. Ziehl-Neelsen and
Grocott’s silver stains did not show microorganisms or
parasitic elements. The discovery of necrosis with
intense karyorrhexis, lymphocytes and histiocytes with
crescentic nuclei, and the absence of neutrophils and of
haematoxylin bodies were suggestive of KFD (Fig. 2).
The skin biopsy showed epidermis with hydropic
degeneration of the basal layer and mononuclear infil-
tration, being compatible with interface dermatitis
(Fig. 3). With the diagnosis of KFD associated with
SLE, 20 mg/day of prednisone were administered with a
gradual improvement of the symptoms. After a follow-
up time of 2 years she is taking 400 mg/day of
hydroxychloroquine and 5 mg/day of prednisone to
control her articular symptoms. The autoantibodies are
still present in her serum.
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Fig. 3 Biopsy of the skin lesion showing an epidermis with
hydropic degeneration of the basal layer and the presence of
inflammatory mononuclear infiltration, compatible with interface
dermatitis

Discussion

KFD is a benign disease, self-limited, with a spontane-
ous resolution between 1 and 4 months and which pre-
dominantly affects young women, in a proportion of 4:1
for women [4, 13, 14, 19, 20, 22], manifesting as localised
lymphadenopathy, usually in the cervical region [3, 4, 5,
7, 8,10, 12, 13, 14, 15, 16, 17, 19, 20, 21, 22, 24, 25, 26,
27, 28, 29, 30, 31, 32], and commonly associated with
fever and leukopenia [19, 20, 27, 28].

The aetiology of KFD is as yet unknown. Certain
microorganisms (EBV, HTLV-I, herpes human 6 virus,
Toxoplasma, parvovirus B19, CMV, Brucella, Yersinia
enterocolitica and parainfluenza virus) have been sug-
gested as the causative agents of the disease, initiating a
hyper-immune response of the T cells and histiocytes to
the infectious agents. However, none of these possi-
bilities have been definitively proven [12, 21, 27]. An
autoimmune origin has also been suggested due to a
number of cases in which SLE is diagnosed previously,
simultaneously or after KFD, demonstrating a strong
association between these conditions [4, 19]. Recent
studies have demonstrated the occurrence of apoptosis
in the affected lymph nodes suggesting that it may play
an important role in the histogenesis of KFD [33], al-
though the trigger of apoptosis has not been clearly
determined. Hypothetically, apoptotic lymphocytes can
deliver nuclear antigens and trigger potentially auto-
immune T and B cells for antinuclear antibodies. It is
not known if such mechanism participates in the
pathogenesis of KFD.

The extra-nodal involvement is uncommon and was
only documented in the skin, myocardial and bone
marrow [29]. Among these, the skin is the most often
reported site in literature [30, 31, 32], characterised by
varied and unspecific lesions such as rubella-like
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maculopapular rash, urticarial papules and cutaneous
nodules which are distributed, predominantly, on the
face, scalp, trunk and superior members [4, 29, 30, 32].
Likewise, the histological features can also be extremely
variable. The skin biopsy of our patient was compatible
with interface dermatitis, which has been previously
described in cases of KFD [29]. Curiously, a recently
described skin manifestation is a lupus-like butterfly
rash [31]. In this case it is recommended to perform a
biopsy of the lesion for full differentiation.

The diagnosis of KFD is confirmed by the histopa-
thology of the affected lymph node, which reveals a
necrotising lymphadenitis, restricted to the cortical and
paracortical areas, with partial or complete loss of fol-
licular architecture, associated with marked karyorrh-
exis. There is also proliferation of hyperplastic
histiocytes showing phagocytosis of fragments of kar-
yorrhectic nuclei and of histiocytes with crescentic nuclei
[14, 20, 28].

Although SLE and KFD share clinical characteristics
such as fever, arthralgia, lymphadenopathy and leuko-
penia, we believe that our patient presented the two
situations simultaneously by the presence of malar rash,
arthritis, haematological abnormalities, positive ANA,
positive anti-SSa, positive anti-cardiolipin antibodies,
chronic evolution, and by the characteristic histological
findings of the lymph node. However, sometimes the
histological characteristics of KFD have been consid-
ered as indistinguishable from those found in lupus, this
being the most difficult differential diagnosis [3, 12, 27,
28]. The absence of neutrophils and haematoxylin bodies
as have been demonstrated in lupus lymphadenitis may
help in the differentiation.

Using the MEDLINE and LILACS databases we
identified description of KFD associated with SLE in
only 35 cases, distributed all over the world (Table 1).
The age of the patients ranged from 10 to 46, with a
mean of 29.1+£8.98, and the female/male ratio was

Table 1 Cases of Kikuchi-Fujimoto’s disease (KFD) associated with systemic lupus erythematosus (SLE). ND not described, — no
treatment, F female, M male, Pr prednisone, P prednisolone, HC hydroxychloroquine, CD chloroquine diphosphate, 4ZA4 azathioprine,

ASA acetylsalicylic acid, M P methylprednisolone, 7V intravenous

Author Cases (n)  Sex  Age (years)  Diagnosis of SLE ~ Treatment Clinical evolution
Dorfman et al. [3] 2 F 24 After ND ND
F 28 After ND ND
Tumiati et al. [24] 1 F 22 Before Pr Improvement
Meyer et al. [25] 3 F 24 Concomitant Pr Improvement
F 46 Concomitant Pr+MP (IV) Improvement
F 16 Concomitant Isoniazid + rifampin + Without regression
ethambutol
Litwin et al. [6] 1 M 19 After — Improvement
El-Ramabhi et al. [7] 2 F 34 After ND ND
F 22 After — Improvement
Rayson-Peyron et al. [26] 1 F 36 After ND Improvement
Bousquet et al. [8] 1 F 17 After Pr+HC Improvement
Sire et al. [9] 1 M 31 After ND Improvement
Biasi et al. [10] 3 F 27 Concomitant Pr+AZA+ ASA+ Improvement
ganciclovir
F 39 Before Ganciclovir Improvement
F 36 Before Antibiotic + Improvement
anti-inflammatory drug
Adoue et al. [11] 1 F 22 Concomitant ND Improvement
Martinez-Vazquez 2 F 27 Before MP Improvement
et al. [12]
M 27 Concomitant P Improvement
Al Salloum [13] 1 M 10 After — Improvement
Lopez et al. [14] 1 F 37 After — Improvement
Wano et al. [23] 1 F 37 Before MP for 3 days Improvement
(IV pulse)
Komocsi et al. [4] 1 F 42 After MP Improvement
Dalkilig et al. [15] 1 M 44 Concomitant P+ HC +isoniazid Improvement
Vila et al. [16] 1 M 45 After — Without regression
Jiménez-Saenz et al. [17] 1 F 30 After Antibiotics Worsening
Ben Ghorbel et al. [18] 1 F 16 Concomitant P+HC Improvement
Quintas-Cardama et al. [19] 1 F 38 Concomitant Antibiotic Worsening
Danowski et al. [21] 1 M 30 Before Pr Death
Martins et al. [20] 1 F 26 Concomitant Pr+CD Improvement
Hu et al. [22] 6 F 27 Before ND ND
F 16 After ND ND
F 37 Concomitant ND ND
M 27 Concomitant ND ND
F 35 Concomitant ND ND
F 26 Concomitant ND ND




3.37:1. SLE was diagnosed previously to KFD in 7 cases
[10, 12, 21, 22, 23, 24], simultaneously in 14 cases [10, 11,
12, 15, 18, 19, 20, 22, 25] and afterwards in 14 cases [3, 4,
6,7,8,9, 13, 14, 16, 17, 22, 26]. In the cases in which
KFD was diagnosed after or concomitantly with SLE,
an obvious tendency was observed to adopt the use of
corticosteroids, associated or not with chloroquine, as a
standard treatment [12, 21, 23]. On the other hand, when
KFD is diagnosed before SLE, it is considered a clini-
cally isolated entity and generally there is no need for
treatment due to its benign and self-limited nature, with
spontaneous resolution in weeks or months [6, 7, 13, 14,
16].

In conclusion, although KFD is a self-limited
condition, it can rarely be associated with SLE and its
recognition in this context is important because one can
avoid laborious investigation for infectious and
lymphoproliferative diseases.
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